Regulation of tumor signaling pathways by AZD3409 in vitro.
The antineoplastic activity of AZD3409 was evaluated in relation to paclitaxel in human breast (MDA-MB-231, BT-474) and ovarian (A2780, A2780cp) cancer cell lines. Biomarkers of apoptosis, protein prenylation, survival, angiogenesis and cellular growth were determined. Cytotoxicity was evaluated by MTS assay, and apoptosis was evaluated by TUNEL. Biomarkers were measured by Western blots and ELISA. The IC50 concentrations of AZD3409 in MDA-MB-231, BT-474, A2780 and A2780cp were 19.16, 5.69, 3.19, and 8.86 microM, respectively. The corresponding apoptogenic EC50 concentrations were 6.81, 4.15, 1.54 and 4.59 microM. Famesylation of HDJ-2 was inhibited in all cell lines. Secretion of VEGF, bFGF and MMP-1 were inhibited in the breast lines but augmented in the ovarian lines. AZD3409 increased Akt activation in breast lines and decreased it in ovarian lines, without effect on MEK or ERK activation. AZD3409 cytotoxicity is mediated in part by inhibition of farnesylation.